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flr^^^^S. ^-^§1-^ ^-B-^^ ^i«c3-^ ^^]{A enteric sustained- 
release tablet comprising paroxetine} 

<i> S. 1^ €^1^1 l^fl^l 4^ M-B]-\fl ^oiq-. 

<2> £ 2^ tilJUc^l -^t^^oi-^^l^ i^Hl-^ ^^m-. 

^#(ol*l- s^^^-i]^oie^ tt^)^ flr^^#^^ ^-a-«>fe ^^^1^1 

^O.^, iLtq- 4Mls:l-7ll^ S^^^-flHl^ ^i^c}-^ ^^^^1 ^1-^^<§ Jl^^l- 

^ 3.^^ ^^]]c>]] oX^X], :^^]] SCH^ ^-g-s^^ ^l-3:3]--g-^ 

^^fl^ ^^1- ^Ifl-^RViL^ ol^ c^^t^ «]-^ <g o^ol o^^wj-^^ §1-711 -^^ISl- 



<4> Aiwj-^ ^1^1^ Tzie) ^;^1^ 7floi§i-c^ xj^l ifloiiA-1 ^ 

-H-^1 ^1^171 ^s^H 711^^ 7^1 ^IS, ols]^ A-lwj-^ ^-11;^lo^ <gti>^ 
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S-alO.^ o^#o^ ^i^J-Sl-l- ^^^§}7l ^SH, x:f<3=«l: ^EfliS] A^]A\]7} 7fl 

^1^1^ ^^^^^ 4765989S.), 

7fl^ ^ '^^^c]-^ ^<^1 ^#^^1 ^^^^ 9X^ nfl^e^^ 7^1^ ^o] 7flAl5l 

^^^^ 2:7] CHI ^#^1 ^^1§1-J1 

2:^S>fe A^Wj-^ ^^l^.fl7> 711^1^ H> o^r]-. 

s|-^^-flBi (paroxetine)^ ^1]^^ ^>5ll^l(SSRI)^A| -f^^^ 

^-^^ '^^T^^ ^T=f.(DeVane CL. Comparative safety and tolerability 
of selective serotonin reuptake inhibitors, //um Psychopharwacol . 
1995; lO(suppI): 185-193) ^1 &| ^ ^4"^^ m^-^^^^l^ ^^tt 
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5-HT3 =L^JL 4^ 5-HT el^jB) ^i^.H^-'^ (receptor subtypes),^^ 9m y] 

a.Jls)^ ^i^-.CLeatherman ME, Bebchuk JM, Ekstrom RD, Heine AD, 
Carson SW, Golden RN. The effects of serotoninS receptor blockade on the 
psychobio logical response to intravenous clomipramine in healthy human 
subjects. Biol Psychiarty: 1999;45:238-240) t^^l-^i , ^^y]^ ^^^'^\'^ §1-^ 

:i^^>A^ ^1^3§>J1 -S^^^ «c]-#§ ^ ^ 1-^11, ::^i^>'^l^i^ 

<7> ^^1-, ^^-g- ^-H-^ ^#^1 ^^j- ^<A\^^ «oi-#5]i^ <>^^]§].j7 ^ 
^ pHofl^i -B-s^ ^^^^ ^j-g-^^ ji^^m ^1^1 s^«^> 

<8> zi&m, ^ ^^^1 4^^-11 ^-a-^i-fe ^i«o^^ ^^^11 s 

o^SflAi :^^lo^ -g-# ^X-ltt 3^n^^. ^, 3]^ ^-g-S^^ 

H ^i«c]-^ ^^^^17> ^^>^ pH 7-1^ pH^ ^^>^^ ol^J^ ;| 
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-f , ofl^ ^^1^ «j.^^^7]. -B-^lEl^l ^^}JL ^^}7\] ^^Elfe ^^1^^ ^^4. 

ii<im-. ^l&ltt «o^# ^Sl-fe, ^^l^'^l ^ ^^1-<^l^i ^ 

^o.^ tifl#5]i^ ^, (gastric emptying time) ^, ^1 ^^^^] 

^fe ^^§1-71 ^^A-i^, ^J-g-S^o] ^ A-IW}-^ ^1^1<^C> ^ ^ O}^ 

^, ^^J-^ 7]^ ^^]^ «o^# i:fl^ ^^1: 
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Al^>^ -^^1^ ^ o;^^ ^j-g-A^ ^l^§>fe 13)1 ^rl-. 

<i2> ^1-71^ ^*l-o^, ^ Sl-^^-fl^Jzl- ^ ^^^^^ 

^-fr ^T-^^^ ^il}-^ ^^^11: 7^1 ^^t:f. 



Jl^^l-S S^s:}^ O.^ 
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<16> 



s|-^AllEl (Paroxetine HCl heraihydrate)^! A>-g-^ ^ ^v]-, ^ sl- 

^^11 i^sH ^Ml §1-711 fe, Ji^£ ^ x-1^ 

£si §l:^^Ai^^^Pll^^^s^^ ^ ^^<^1 ^-1^£ 

<i8> ^ ^^<^l^i §lJB^Ai^^^xi)l^^^^so_>,o:| 2% ^-g--3floiiA-i o:| 

(20°c)# ^ni§i-T^, §l:^^Ai^s.^Tiii^^i^so_>^^ ^:£7> 40 i^^l 60 

CPS, Jl^:£^ §l:^^Al^S.^pll^^^^SO_^^ ^^7} 3,000 ^^1 14,000 CPS'?! 
7j\^ ^i^i^vq-. 

<i9> ^^7] ^-^^^ ^ ei:^^Ai^^^Pli^^^#^o^^^ 3 i^^l 

30 w/w%^ ^-n-^^ w>^^S|-7llfe 3 i^^l 20 w/w%^ 4^ ^ x-1^ 

s. ^^^^]^s.^^^^i_^s.^^^k= lo i^^i 40 w/w%, ti>^2j§>7iiir 10 i^^i 30 
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<20> ^^1 # tflti] 40 tfl^l 90 w/w%, w>a-2]§l-7|] 

60 ^fl^l 90 w/w%^ ^-fr^^-. 

<21> ^ ^IIS^ 2t-^^il^ ^7>^0_^ 

^ ^^^fe ^i^:^^ ^^H] % tflti] iow/w% 

lH^I 40w/w%, til-^^S>7llir 10w/w% i^^l 30w/w%^ 

^^^^ c>l=o]^ ^6]]X] ^^^^ 1^ oj^T-o] Vl}^^^-t]-, 

<24> ^ ^1-71 ^ o]^ 3.0] ^^q] ^^ol] 

^l-g-5i^# A>ololl ^S]#ol O.^ ^Cf. 
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^ so] CHI s'^^^^l-^ ^^^], ^^]y} ^^J-^ pH 

7> ^^§1 ^|7l^ ^ 9X^^ ^1^^ 

^^k= i^'^]^^^ oi^sH ^^c^^4. 

(Surelease), Colorcon^V; o1-^o]-^e ECD (Aquacoat ECD) , FMCA} -^), 

oHlB)lo]E (ci)]_ ^1-^^: #elSM SR(Kolllicoat SR) , BASF^}), 

ellolE s^e]D] type ^^W^: ^I^^^ RS(Eudragit RS) , Degussa a» ^g-o] 

<a-ii^^pflB}3.^ellc)lH 3.#5l^ type 
A(<^1. -^r^^^ RLCEudragit RL) , Degussa a», -^o] Al-g- 
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<29> 41-71 -Sl^^-ll^l-^^^ ^V-B-Sjfe 7>:i^-11(o]l. ^^^^^^^ 

e|-C)]:E.( medium chain triglyceride), HH] Hell ^^1 H (Tr iethylci trate) , 

€€^Sl# ¥), *^^1, ^>^^1 (^1. Ti02 ¥^1 ^ 

<30> ^Sl#^ ^^^^1 tflal 1 i^^l 30 w/w%^ ^-iT-^l^ ^'^l t^l-^^§l-^ 3 v|l 

^1 15w/w%S ^^Slfe ^ol w>a-2]§|-x:l-. 



<3i> ^ ^1-71 ^el# 3.0] ^^-11 i^l^cHl 4>-g-^^## S-^sl-fe 

^^^^ ?!:^^. 

<32> ^ ^^oll^ife -^t^^l ^'^l^i «j-#5lfe ^1: ^^fl§l-Jl, J^^I-'^MiT?]: '^^o] 

^^%^S,^■ §1-71 ^Sl-c^ ^-g-S^7l^l^ ^-g-S^§l-<^ :=§^1# ^12:^^. 
<33> ^^-11^1-^ O.^ ^41- A>-g-£lfe ^-g-A^ Jl^^l- c^l^ltll, PllEl-ola. 

^^S#Elt3l(oil . 4i-#^: 01-a.^ol^ (Acryleze), Colorcon^l-; el-^(Eudragit 
LlOO) L-100-55, Degussa^l- •&l:^^Al^^^Dll^^^#^^^^^5llol:e 

(Hydroxypropylmethylcellulose phthalate), ^^S.^i-^«^l:^^^l^^^nll^^^^ 
^if:i(Hydroxypropylmethylcel lulose acetate phthalate), ^#^^^«^l-^-ll tfl ol 
^sllc>lH(Cellulose acetate phthalate), 7>^^a1 pfl ^ofl ^^^^ o_>^ 
(Carboxymethylethylcellulose) ^'^l ^1-%-^ ^ 9X'^. 
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<34> ^1-71 ^>-g-S^#c>ll^ ^^^l^l-^o.^ ^>-B-^^ 7>4i^l(^l. ^iflHBl^ 

e| ^-11 51- o]:^ (medium chain triglyceride), HBl^l W>*>lH5llo]H (Tr iethylcitrate) , 

^^^^^el^ %^^^], ^\%^^] (<^]. TiOs ^) ¥^1 ^ 

<35> ^-B-3.^#^ 3.0> TZflti] 5 ifl^l 20 w/w%^ ^<^1 

<36> tt^, ^ 1) 31-^^-11^1311- ^ x^^s^i §l:^S.Al^^^Pll^^^ 

^-11<^1 Sl'^gsl-i^ 1=3:711; ^ 4) iao^ ^^^^Hi ^>^iEi^g#^ 51 oi 
<37> 1) 5i-^A]iEi jii. ^ x^^:e.oi §i:c^^-|^^^p]j^^^=_^o_^^ i*]-*l- 

71-SH 2i^Sl-Jl ^2:, ^^SH ^I2:«3:t:f. 
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^ (Paroxetine HCl hemihydrate)^! ^>-g-^ ^ 

<40> §l=^Al^S^Till^^i#^^^^ ^s. 3,000 14,000 cps^H 

<4i> ^ ^^'^ll-^i A}-g-£l^ ^nfl^ ^, oil^^, o]^^^^^, 'Ssl-Pll^^, o}A\] 

^ ¥^ ^^^^ afe 2# oj^l- oBo] Al-g-^ ^ ^1-71 ^^ 

^>^7>^§H, ^1-71 c^lA]^ -g- nil CHI 13]- ^^^1^1^ ^fel^. 
<42> 41-71 ^^Itl-al^S. «i-g- 7>^$ ^^^fl, ^^^1 

(c^l. #eltil^2ll-el^, §i:^^Ai^s^^«^^^, pii^^i^^o^^ -§-), ^^^-fl 

^Hl^^im«ll^l^-il'^lH, ^^^^71^^ ^ ^E)l0l-3lA]-T3]-ZlVll^), -§-§117^1 (Ojl. ^ 

<44> -S-71 3Zl-^^ Q^Tll^V^ol -i-^a-^ W^Vi^oll ^ ^fl ^, i^^^ 

^71, €^^S^7l, iL€efl^l^2i^7l ^Jlf ^^-#^^71, #5l]ulBjl5l nlAi 
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(Planetary mixer) 2i^7l (vertical granulator, : Hi-speed 

mixer, FreundA» y]^]"^^]^ ^}^^ ^ 91^. ^]2i^ 

<45> 2) ^^<^1 §l:^^Ai^^^Pli^^#^^^l- ^71-^ 

3.^ ^^IS- 7-11 2:§>^ ^^1 

7>^ S%l-§>c^ ^1^J«^1-J1 <^1# H]-^5:>o^ ^7fl# 7ll2i*!:i:l-. 

<47> ^^^§1-^^ '5l=^fl?1-al S]^ 7>^^ n^^^^l, ^^7^1 (ofl. 

^srll-el^, pii^^i^s^^ «:^7il (c^l. 

<48> sol ^7|ol Hf:^ ^^1^1-^ ^^T- ^>-g-5l^ ^^Sl Bl-^7l^o] A>-g-^ 

<49> 3) 51-^^-11^1 ^-fi- iao^ ^^^^Hi ^sl#^ 51<^sl-fe 13:^1 

<50> St-^^il^^ 3.0] ^Tfl^ ^elS>7l ^;^1 

^Ir-B-^^ ^ ^-g-^^ J1^7}S ol-ol^ ^oll^i 1# ol^l- ^^§l-c^ ^2l# 

^ £^ltt4. ^Ir-B-^^ Jl^7l-^Ai^ o11^^i#S^^ (0^1. 
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(Surelease), Colorcon^>; <5>^c.>s:^ ecD (Aquacoat ECD) , FMC^> -^), #21^]^ 
oHl^lolH (<^1. €-elSH SRCKolllicoat SR), BASFA», 

511 type B(^l. -n-^^ef^ RS(Eudragit RS) , Degussa a» -g-o] 

^>-§-^ ^ 9XSL^ oll^^^^^^^7> 71- ^> til-5J-^§]-rl-. 

<5i> T^-B-^^ ji^T^l-^Ai^ §l:^^Ai^^^Pli^^^#^o^^, pji^^^#^o^>;, ^e] 

til^5il#el^, §l:^^Al^^^^^#^^>i, ^>avl^pilHl-a.^5llolH type 
A(^l. -n-^e^-^ RL(Eudragit RL) , Degussa ^}) , ^o] a}^ 

2 iflx] 20 ^>cl^ ^c] u]-^^ §1-1:1-. 

<52> -S-71 Jl^^># ^ -H-^l-g-^Hl ^^I^-IH- €^^>'^ ^Sl## ^^^§>fe 3: 

A^oflo_ijL A}^^ ^ oj^jl ^1-g-Elfe -fh7l^nll ^fe ^^^"31]^ ^l-g-l: ^ o^Cf. o] 

<53> ^Sl## S^^^^lfe ^7^1?|-alO.^ tilai^l A>-g-£l^ 71-^7^1 (c^l. 

2l-#e|^ilel-ol:^(niedium chain triglyceride), HSl cHl 11 ^1 H5ll c>l H 
(Triethylcitrate), HS^€-^el# *^^-11, ^>%^1 (<^1. TiOs ¥^1 

<54> 4) 3.c>| ^TiHl ^j--g-a.^^^ :£<a§l-fe ^:^1 
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<55> ^-g-s^#^l^ ^-g-^^ Ji^^l- ^l^Tzfl, T^lBl-o>a.^A]-^^e^p](c^]. ^^x^: 

o}3_^o]^ (Acryleze), ColorconA>; -^:^tq-^(Eudragit LlOO) lE^ L- 100-55, 
Degussa^l- -^), §1:b^a1^^^p11iI ^^^^^^i^ig^^llo] e 
(Hydroxypropylmethylcel lulose phthalate), ^i^SL^^^Sl JB^Aj^^^nfl ^^^^ 
^^(Hydroxypropylmethylcel lulose acetate phthalate), b)] o] ;e ^ 

1:511 o]:e (Cellulose acetate phthalate), ^>s.^a1 pfl^oil^^^^^o^^ 
(Carboxymethylethylcel lulose) Af-g-^ ^ 9X^^ ^1"^^^ Jl^^> '^^^] 

^V^o.^ laitile] A>-g-£]fe 7>4i^l(<^l. ^(medium chain 

triglyceride), Mel^^ll^AlMBllo] e (Tr iethylcitrate) , ^), %^ 

^1, ^}%^^] (^1. Ti02 ^) ^^1 ^ 

<56> ^Bl# ^ ^>-g-^^^o. Al-g-£lfe S^7l c^mt^ , side- 

vented coater (<^1. : Hi-Coater, Freund^}) , perforated coater ('^l. 

^: Accela-Cota, Thomas Engineering ^}) ^l-g-*|-'^ ^"^^ 9X^ . 

<57> o]^}^ ^T^^ ^7] ^X\c^]d]] o^^lc^ ^Ml §1-711 ^^S|-J1^> ^rf. 

^ §1-71 ^AHl^^ ^ i^T^^ ^l^l§l-7l ^*!: 1^, ^ ^T^^ «^7l- ol^-inl-O.^ 

<58> <€^H1 1 l^^l 2> 
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<59> §1-71 s 13]. s^^oil xci-ei- <§^JxF^>Hl^ §llT3i§l:^s)loiH, -H-^, v]:^^ 

x-i^:£ ^ 31^ §l^^Ai^s^p)l^^^s^>^^ ^^^<^1 <^m^ 

80g^ 7}^}^ #5ll^i6llsl ^A-l 011^-1 2:^*1- Jl ^^m^}^ ^^]3i^ ^, 

^-l^SL^ Sl=^Al^^^pjl^^i^^O_^, ^^^^Tl^^, ^Sl^^l^ 13ll§)lvilolE ^ 
^^1^>?1^ T.>-LV|1^# 7>§l-c^ ^^^?!: ^, €^^^1S. Bl-^§l-<^ ^1 

^. ^Sl#-§- §ll^^Al^^^u)l^^^#^0_^^ ^eloll^^^Sl^^ ^o]] 

TM 
TM 

Jl, ^-g-^^<5fl^ PllBl-ol-H^Xj. s^elPi ^^#(o>3^oi^ )^ ^oii ^^§1 

§>c^ ^I2:§|-St:l-. ^Bl^-g- ^i^^-^fl ^ ^^^^ofl^ Hi-Coater# ^l-g-§>f^ ^ 

^^Hl s^^^^Mi st-^^-im ^-H- ^i'f^ ^^flw ^]^^}^^. 

<60> <-^^Hl 3> 

<61> ^1-71 -^aHI sol ^y^Hl S IJZf ^ 

3.^^}^^. ^Bl#-8- 2i^^<5fl^ §l:^^Al^^:tPll^^#^^^5l- #5l^Hl^€^5l# 
^ #^1 ^^§1 ^^flSM ^12:§1-^J1, ol§l- ^AHl 1 ^ 2^ ^<a^ «c]-^^^ 

^-im ^-a- ^1-^^^ ^i^c^-^ ^^^^m ^^i^isi-^cf. 

<62> <^^H1 4> 
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<63> ^1-71 -^Alc^l 1 5] ^^Hl^l S 134 Si^^^S. S^§|-J1 ^ 

TM 

^^■11^ ^-^ ^J-g-^^ ^i«oi-^ ^la^V^x:!-. 



<64> <tilin.o^l i> 

<65> ^^7] ^Aloj] loll ^ oli2^o11 Jg.<a^ ^ «ol-^^^ 

^^1^ ^J-g-^^ ^fls§>^^. 



is. 1] 



















yliS^]l 
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HPMCCSOcDs) 
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27 
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12.15 




HPMC(50cDs) 
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27 


27 


27 


27 
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9 
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HPMC(5cDs) 
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10.21 


13.64 








1.22 


1.22 
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1.02 


1.36 
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15 


15 


15 
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<67> 
<68> 



<69> 

<70> -^#^1^ 

<7i> pH 7.5 HB^^CTris) ^^<5fl lOOOmLcHl^i tfl^^^ -§-#^1^^ >I12^<^1 o^e]- 
150rpm<^lAi ^^1§>S^. 

<72> 

<73> ^#^1^ 2 (^#2) 

<74> ^^^^^^ ^fJ: O.IN 750mL<^l^i t:]!^'^}^ ^^"^ ^W^^^] 150rpm 

<^l^i 2Am -g-#^l^t!: ^, ^l^^l-^ -§-#^1^ 1^ pH 7.5 ^^<3^ 



2] 













^ A] 0^14 


tiliH^ll 


*#1 




^#1 


^#2 


*#1 


*#2 


^#1 


*#2 


*#1 


^#2 


0.25 


0 


0 


0 


0 


1.90 


0 


0 


0 


1.53 


0 


0.5 


2.34 


0.84 


2.21 


1.55 


9.61 


3.77 


0 


0.07 


3.83 


0.44 


1 


14.50 


11.92 


13.67 


11.44 


23.85 


17.54 


0.75 


0.81 


9.88 


4.13 


1.5 


28.15 


26.50 


25.51 


23.71 


36.35 


30.60 


2.51 


2.49 


17.13 


8.52 


2 


41.45 


39 . 96 


36.59 


35.40 


47.31 


42.24 


5.60 


5.64 


26.81 


13.36 


3 


62.96 


60.84 


57.41 


55.98 


65.25 


61.84 


14.97 


15.63 


46.05 


24.37 


4 


78.76 


75.62 


74.01 


72.42 


79.87 


77.53 


31.10 


30.06 


68.09 


40.74 


5 


90.37 


86.90 


86.23 


84.58 


90.82 


89.26 


47.23 


46.35 


86.34 


61.15 


6 


96.89 


94.37 


94.34 


92.89 


97.71 


96.58 


62.31 


61.29 


98.45 


79.68 


8 


97.79 


98.39 


100.12 


98.09 


100.55 


99.53 


90.12 


88.06 


103.32 


96.88 


C*:^#2i- dH 7.5^ ^-Is^-eI ol:^o^ ^^M]^ 
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<76> s 2 ^ :£ 1 i^^l £ 2^1 ^^<^l-^i ^^^] ^si#o] 

^^^^ tiVig, ^Ajc^l 1 i^^x] 4^^ ^^ofl -^^J^^i^- 2]: 711 §10] 

«c]-# -^^l^^S^i, ^c^^ ^-B- ^J-g-^^ ^i«oT-^ ^^1^ 

<77> ^ #^c>ii ni-^ sl-^^-HH ^-B- ^-8-^^ -^i«c]-^ ^^1^ 3l-^^-ll^ ^-H- 

711 ^RV ^ 7fl^lifl ^^^^1?1 ^^}^ ^^^-g-:£# %>-a-^l7i7Hi 21^^ 
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^ 01=0:1^ Sj-^^-fl^l ^-^ ^-g-^^ ^;^|o]l o^o:|A-i, ^l-y] ^^T-ollA-]o^ 

^1 i^J-"^! ^^^i, ^sl#oi ^i:-g-A^ ^ ^-g-A^ Ji^;^!-^ ^l^^^m 
y-B] ji^^>^ ^^^^fe ^^^^ §>fe ^-a- ^J-g-^^ ^i^J- 

[^^^% 4] 

^1 3^J-<^1 ^c^l^i, ^Ir-g-^^ Ji^^m #eitiii^o>AiiBiioi:E^ 

^i-SM-$-^1^3€5ll<^lH S#Bl^ type ^1^<>|^1^ ^^S^B] 
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type A, #Slyl^<^3.^^ oiao:|;^li^ ^il^^Bl ^Eflsji^ ^^^^ 
[^^^J- 6] 

^1 ^'^^i, ^s1#ol ji|-^AllBl A-^w^^ 3.c>| t^^] 1 ifl^l 30 

w/w%^ ^-H-^fe ^^^^ ^^^-11^ ^-e- ^i^o^-^ ^^-11. 

[^^^^^ 8] 

^1 14,000cps^lJl ^^S. ^^^^]^S.^v\m^i_mrS.^^^^ 40 60cps^ 

[^^^^ 9] 
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^^1 * 40 ifl^l 90w/w%^ ^-n-^lfe ^^^^ ^-^ 

[^^^j- 10] 

^1 7^J-<^1 Xi'^-^i, ^^^^ ^-n- ^ ^^^^ ^ xi^:^^ 

^tiil^^^#^^^7> z]-z]- 3 ^fl^l 30w/w% ^ 10 ^^1 40w/w%'?l ^^-^^ 
4^ All El ^-n- ^J--§-^^ ^i«o^^ ^^-fl. 
[^^^J- 11] 

[^^% 12] 

-¥-^^^1, ^^^^^1, ^-^1 ^7}^ S.^^k= ^^i^^ Sl-fe 
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1] 
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2] 




-^1 -iJ- ■C:]lflUfSii 
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